Background: Primary squamous cell carcinoma of the breast (PSCCB) is a very rare malignancy of the breast. Pure squamous cell carcinoma of the breast can originate from skin adnexa, the nipple or the epithelium of deep-seated epidermoid cyst or squamous metaplasia on chronic inflammation background.
INTRODUCTION
Primary Squamous cell carcinoma of the breast (PSCCB) is a rare tumor and it is constituting less than 0.1% of all breast carcinomas [1] . There are few reported series documenting the management and clinical outcome of these tumors [2] . The rarity of of this type of neoplasms does not allow large or randomized studies to define the optimal treatment. Many of the descriptions of these cancers are from case reports and small series.
Clinical and radiologic appearances are not specific, and tumors are usually hormone receptor negative [3] [4] . The prognosis for this type of breast cancer is still a subject of controversy: some reports suggest that it is aggressive, with an outcome comparable to that of poorly differentiated breast adenocarcinoma [2] [3] [4] [5] [6] [7] . PSCCB express some markers associated with basal cancers-epidermal growth factor receptor (EGFR), cytokeratin-5 (CK5), and cytokeratin-6 (CK6), however, their clinical features suggest that they represent a *Address correspondence to this author at the Clinical Oncology Dept, Minia University Hospital, Faculty of Medicine, Minia University, Egypt; Tel: 966 4 8461500 Ext 3844; Fax: 00966148463499; E-mail: mervat_mahrous@yahoo.com unique subtype. As a result of lack of data, the issue of whether to prescribe neoadjuvant or adjuvant treatment and what type of therapy for PSCCB remains unresolved [7] .
To help settle these controversies, we are presenting this case report to add to the experience of others and to tackle the need for further studies to explore the best theraputic approach and to detect the outcome of this population even it is rare. This case is the first case with this rare type and agressive behaviour to be reported from arab region with follow up peroid 25 months.
CASE REPORT
A 49-year-old premenopausal lady was referred from rheumatology deptarment to the breast clinic with a lump in the Left (Lt) breast on November 6 th /2015. Pt is known case of Rheumatoid artheritis since 10 years, and she is treated and followed by the rheumatology team. The pt pointed out to her rheumatologist during her regular visit that she discovered a painless breast lump during her shower. The lump was gradually progressive in size, not associated with pain, redness, or nipple discharge and there was visible mild retraction of the skin at the site of the lump. Then, She started to worry and follow it.
The patient noticed her lump six months before she mentioned the subject to her doctor and seven months before she presented to the breast clinic. She was upset and not feeling well, her husband died of metastatic cancer colon one year before, and she suffered a lot during his palliative phase. Pt was fatalistic about cancer disease, and never had previous self or clinical breast examination or never attended for screening mammography.
There was no family history of breast malignancy. Physical examination revealed firm, rubbery, nontender and non-mobile lesion of 4 × 3 cm in lower outer quadrant (LOQ) of the lt breast. Right (Rt) breast was unremarkable, with no clinically detectable masses can be appreciated. Bilateral axillary lymph nodes were not enlarged. Pt denied any chest, abdominal, urinary or neurological symptoms and her clinical abdominal examination was unremarkable. There was no other skin lesion in the whole body. Head and neck examination was unremarkable as well.
Mammogram of the Rt breast demonstrated a scattered fibro glandular densities (BIRAD II) with no underlying architectural distortion noted, and no speculations. Lt breast showed large well defined macrolobulated nearly homogenous mass in the lower outer qudrant (LOQ) with foci of macroclacifications were seen within it (Figure 1) . It measures 4.5cmX2.7cm with no speculations. Another two smaller lesions are seen in the Lt breast oval shaped with fatty component, one in the upper outer qudrant (UOQ) 11X11 mm and the other in upper inner qudrant (UIQ) (13x7mm) no intralesional calcifications were noted in those small masses.spherical mass lesion with ill-defined speculated margins. The skin and the nippleareola complex were not involved.
Ultrasound of the Lt breast revealed well defined (wider than longer), hypoechoic mildly heterogeneous solid intramammary mass lesion with posterior acoustic enhancement located in (5 o'clock of the Lt breast) and no adjacent parenchymal distrotion (Figure 2) . Ultrasound true cut biopsy was carried out (Figure 3a,  b) , and pathological examination revealed atypical cells and inadequate tissue. Incisional biopsy was carried out two weeks later and 2 cm long tissue was obtained, three samples were taken for histopathological examination from the palpable mass and the other two from the two suspicious lesions detected by mammography. Grossly, Three irregular pieces showed gray white appearance with few cystic areas and collectively measuring about 3.5X2.5 cm. Microscopic description showed multiple squamous epithelium lined sturcture with small ducts as well as cystic structures lined by atypical squamoid cells. Also seen are vague squamous pearls and individual cells kertanization. Some solid foci show ductular differentionation. Stroma is fibrous in nature with chronic inflammation (Figure 4a) . Histopathological diagnosis was malignant epithelial neoplasm with squamoid differentionation, consistent with metaplastic carcinoma. The tumor cells were positive for cytokeratin and negative for estrogen (ER), progesterone receptors (PR) and the human epidermal growth factor receptor 2 (HER2). Subsequent computed tomography scan (CT) chest, abdomen, and pelvis were carried out and were free of metastasis. Whole body Bone scan was done as well and revealed no evidence of osseous metastasis, however there was abnormal tracer accumulation by the 4 th lumbar vertebrae suggestive degnerative changes. Both knees joints showed increased uptake which may be due to degnerative changes. Pt was followed and treated by rheuamtologist longtime ago.
Echocardiography and complete blood work were done and were unremarkable. Tumor markers cancer antigen (CA) 15.3 was 6.8 IU/L, CA 125 was 11.4 IU/L, and carcinoembryonic antigen (CEA) was 3.6 IU/L. We discussed the treatment plan with the pt, and her perferance was mastectomy, we explained to her in advance that it is a rare type and we dont have an evidence so far about the best approach.
Pt's case was discussed in multidisciplinary team (MDT) cancer management, and was elected for modified radical mastectomy (MRM) followed by postoperative treatment based on the histopatholgical findings. Lt MRM with axillary lymph nodes dissection was performed after 35 days from pt presentation to our breast clinic. Gross description revealed solid and cystic grayish white mass 3X2.5 cm pT2N0M0 LNS 0/21. Microscopically, the tumor was composed of sheets and clusters of round to polyhedral cells with pleomorphic hyperchromatic nuclei and a moderate amount of eosinophilic cytoplasm. Individual cell keratinization and keratin pearls were also seen ( Figure  4b) . Some of the ducts showed squamous metaplasia and well differentiated squamous cell carcinoma. Intraductal carcinoma components <10% with no lymphovascular invasion. Stroma at places shows spindle cells. No evidence of metastasis in all 21 LNs. The tumor cells were positive for cytokeratin and negative for estrogen, progesterone receptors and HER2 (score 0). Overlying skin and areola was uninvolved by tumor and free surgical margins. The tumor size collectively from the biopsy (2 cm) and mastectomy is 6.5X5 cm, Pt's TNM classification is pT3N0M0, Stage IIB. Triple negative. pt elected for adjuvant chemotherapy Adriamycin 50mg/m2 and Endoxan 600mg/m2 X 4 Recycle/21days followed by Taxotere75mg/m2X4 Recycle/21days followed by chest wall irradiation 40Gy/20ttt/4ws. Pt tolerated her adjuvant therapy very well with grade II hematologic toxicity and grade II fatigue, peripheral neuritis and mucositis. All the toxicities were manegable, and Pt admitted in the hospital twice because of febrile neutropenia induced by chemotherapy. Pt recoverd very well and we put her under prophylactic G-CSF for the rest of the cycles. Pt had her local radiotherapy with good tolerance and GII skin toxcity. Pt finished her treatment on June/2016. Pt was under follow up every three months as planned by our policy. Eight months later she presented to Emergency Room (ER) with distrubed conscious level, CT brain scan was carried out revealed multiple brain deposits ( Figure 5) . Pt was treated with dehydrating measures and Whole brain irradiation 30Gy/10ttt/2ws. Pt improved but suffered from post irradiation cogentive effect. CT scan of whole body was unremarkable at that time. Pt had brain mets as solitary site of metastsis. Four months later after havin brain mets, Pt developed abdominal pain and CT scan revealed hepatic and pulmonary deposits (Figures 6 & 7) . She received palliative Cisplatin/5FU regimen for 3 cycles with disease progression. We stopped chemotherapy and shift to Capcitabine 1250mg/m2 BID single agent. Pt received 3 cycles with mild response then Pt developed sever pneumonitis and admitted in Intensive care unit (ICU) for two weeks, then pt Pt died on December 19/2017 with overall survival 25 months only after her pathological diagnosis. 
DISCUSSION
PSCCB is very rare. The etiology and pathogenesis of PSCCB is still unclear. PSCCB is the tumor of elderly age group [8] . Tumors, frequently reach large volumes and can be as large as 5 cm and more. Our patient was 49 years old and she had a mass of 6.5X3cm. There are no typical findings or characteristic features on the mammogram [9] . Some tumors have been reported to have irregular borders [9] . Only one reported case as far we know of SCCB has shown microcalcifications on mammogram [10] Ultrasound may show a cyst or an inflammatory process. In our case the mammogram showed large well defined macrolobulated nearly homogenous mass in the lower outer qudrant with foci of macroclacifications were seen within it. In our case, core biopsy guided by US showed suspicious atypical cells, and was inconclusive. Incisional biopsy confirmed the diagnosis of PSCCB.
PSCCB are reported to result in less lymphatic spread than adenocarcinomas. In 10-30% of cases there is lymph node infiltration at the time of surgery [11, 12] . In contrast, about 30% of patients will develop distant metastasis. In the report of Menes et al., [13] SCCB was found to be associated with a lower rate of lymph node metastasis at presentation (22% versus 40-60% for invasive duct carcinoma), and a significant rate of distant metastasis without lymph nodes involvement. The initial management has generally been modified radical mastectomy with adjuvant radiotherapy and chemo/hormonal therapy. Breast conservation therapy is not usually possible because most patients presented with locally advanced disease [14] . In our case, the pt had MRM with axillary node dissection and, there was no lymphatic involvement, LNs were 0/21. Our pt had neither LNs involvement or systemic metastasis at presentation.
Squamous cell carcinomas are generally hormone receptor-negative [4] . The management of SCCB is still not clear, it is recommended so far to give patients similar adjuvant therapy as any breast cancer pt based on her staging and risk score. However, the sensitivity of squamous cell carcinomas to chemotherapy and radiotherapy is uncertain. The 5-year survival is 67% [14, 15] . In our pt, the tumor was triple negative, and she wasn't candidate for hormonal or biological therapy. She received adjuvant chemotherapy AC X4, followed by Tx4. Pt developed brain mets shortly after finishing her adjuvant therapy. It is unusual to have brain mets as solitary site with Stage II disease without systemic involvement and indicate aggressive behaviour. Four month later she developed pulmonary and hepatic deposits. Pt was referactory to platinum based chemotherapy and had modest response to Xeloda as well. Some series suggest indolent clinical course and a relatively good prognosis in PSCCB [16] however in our case, she was younger age and short peroid of survival comparable to usual breast cancer cases and other series of PSCCB and this compatible with some investigators thought squamous cell carcinoma of the breast had an aggressive course with outcome comparable to poorly differentiated breast adenocarcinoma [17, 18] .
CONCLUSION
Pure squamous cell carcinoma of the breast is a rare type of malignancy. Its prognosis and appropriate approach for treatment is still debatable. New case reports and clinical trials would help to determine the right approach to this disease. Future research should focus on the molecular biology to develop tumor specific therapy.
